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being the major symptoms Occasionally, rash, diarrhea, cough,
lymphadenopathy, orchitis, delirium, or amnesia occurs. Unless physicians
are alerted to the possibility of LCMV infection, the disease is frequently
diagnosed as influenza, mononucleosis, herpes encephalitis, or tuberculous
meningitis (Biggar et al, 1976).

Pathology

Experimentally, the type and degree of LCMV-mduced disease in mice
have been shown to be greatly influenced by the virus strain, dose, and
route of inoculation; mouse strain and age; and other factors (Parker et al.,
1976, Lehmann-Grube, 1982). However, there are two types of natural
disease that are dependent on the age of the mouse at the time of infection.

a.  Persistent tolerant infection   Infection occurs in utero or shortly after
birth, lifelong viremia and virus shedding occur These mice are not tolerant
in the classical sense but have a kind of split tolerance in that T-cell activity
is suppressed while B-cell activity is not   Specifically, there is diminution
of LCMV-specific, major histocompatibihty complex class I restricted
cytotoxic T-lymphocyte activity, but unabated generation of LCMV-specific
B-cell responses with production of high liters of antibodies to all LCMV
polypeptides (Francis et al., 1987)     Infectious virus circulates bound to
LCMV-specific IgG and complement.  These complexes accumulate in the
renal glomeruh, choroid plexus, and, to a lesser degree, in synovial
membranes, in blood vessel walls, and beneath the epidermis of the skin to
cause late-onset disease that becomes apparent clinically around 7-10 months
of age (Hotchm and Collins, 1964; Oldstone and Dixon, 1967, 1969, 1970;
Kajima and Pollard, 1970; Buchmeier and Oldstone, 1978, Oldstone et al,

1980,  1983; Lehmann-Grube et al, 1983; Moskophidis and Lehmann-Grube,
1984).   T-lymphocytes of the helper subset (Thy-1 2+, Lyt-2', L3T4+) are
persistently infected with LCMV (Tishon et al., 1988). There is generalized
lymphoid hyperplasia and perivascular accumulation of lymphocytes and
plasma cells m all visceral organs (Pollard and Sharon,  1969, 1973).
Interferon is thought to have a central role in the development of immune
complex disease (Riviere et al., 1980; Ronco et al., 1980; Jacobson et al.,

1981,  Saron et al., 1982, Woodrow et al, 1982).

b.  Nontolerant (acute) infection. Infection is acquired after the develop-
ment of immunocompetence.   Vireima occurs but there is no shedding of
virus.   If the mouse recovers from the acute disease, virus is eliminated
from the blood and tissues in weeks or months (Hotchm, 197la)    Almost
all of the data on this type of infection have been obtained from mice
infected experimentally by the intracerebral, mtrapentoneal, intravenous, or
subcutaneous route After intracerebral inoculation of LCMV, the predomi-
nant lesions are meningoencephalitis and hepatitis with large infiltrates of